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Telomeraseactivationisacliticalpartofmultistepcarcinogenesis.Athorough
understandingoftelomeraselegulationmayprovideamolecularbasisofcancerproglession
aswellastechnologiestomanipulatetelomeraseactivityaSpotentialthelapeuticmodalities.
Severalstrategieshavebeenproposedtoinhibittelomeraseactivityincells,including
antisenseDNAsorribozymesagainstMERZIntroductionofadominantnegativefbnnof
hTERTarethepowerfulapproachestodirectlyinhibittelomerase.Asanoveltechnologyto
ta唱etMERZwedevelopedsiRNA-basedhTERTinhibitionincancercells.Byretroviral
introductionofsiRNAagainstMERTimoHeLacells,wesuccessfilllyisolatedclonesthat
lackhTERTexpression,ofwhichmolecularcharactelisticswillbepresentedanddiscussed.
Formorepracticalapplicationtoclinicalmedicine,thesecloneswereallowedtoinvestigate
thecooperativeactionsofhTERTinhibitorswithradiationoranti-cancerdrugs.Recent
progressinourunderstandingofthecontrollingmechanismsofMERThaspromptedtheuse
ofthehTERTpromoterfbrvectorsfbrcancergenetherapy.Thisstrategyisbasedonthe
expectationthatthe"ERTpromotercanconferstrongmmoFspecifictranSgeneexpression,
minimizingtoxicitytononnalcells・Asanovelcancer-specificvectors,wedeveloped
hTERILspecificreplication-competentadenoviruses(TRAD),inwhichhTERTpromoter
drivesexpressionofEIAandEIBgeneslinkedwithaninternalribosomeentrysite.TRAD
inducedselectiveEIAandEIBexpressiononlyincancercellsbutnotinnonnalcellsand
exhibitedmarkedcellkillinginapanalofcancercelllines.In〃"/"〃micecarryings.c.
humanlungmmorxenografts,intrammoralinjectionofTRADresultedinasignificant
inhibitionofmmorgrowth.NoevidenceofTRADwasidentifiedinnonnaltissuesoutside
ofthemmors,despitethepresenceofTRADintllecirculation.Notably,TRADreplication
inthedistant,non-irjectedmmorswasdemonstrated,suggestingtllepossibleefficacyto
metastaticfbci.
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